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rlodules and cancers. l%us the inhibition of 
polyploidizatim persists in the altered 
popllation of hepatmcytes after mn/AAF 
treatmalt and sems to bs an essential 
feature ' 
hepaizocaxc&is. 

this model of 
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ha3d.itionto epcscbs,hydraperoJddesand 
otherstnrctures.Cellularacntrolof the 
levels of such aqxnmds is exerted boUl 
enzymatically and ~-enzymatically. The 
latter includes the role ofantioxidants 
such as vitamins E an3 C. Rqxding 
enzymatic defense, cd-besectariIXAtiesthe 
PhaseIIgroupofdetcixicationenzymes,many 
of which are under the control of tNA 
msthylation;rmhypansthylationleadstoan 
enharmdexpressionof _GsHtranfemses 
ardNADpH:quinone oxUoxMuctaseandother 
(Mire&) antioxidantenqmes,czcnamitant 
witha diminished expressionofqtodmax 
P-450 forms. misrespcm3e resembles the 
pattexnobgenredinhepaticncduli. 

m bu Dm m, ti =, 
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T.hen&astaticpotentialoftummrshas 
been reported to correlate with genetic 
instability. Wehavethmefore investigated 
whether genetic reaxnbinaticm shows any 
mrrelation with themetastaticability in 
B16 inurine mslanam variants. 

SCE incidence (i.e. pmportion of cells 
exhibitirqSCEs)increased withincreasein 
metastatic ability. Celllinesderivedfran 
@nmary metastatic deposits showed greater 
SCEthantheprimary BL6 cell line. 'Ihe 
former rejoined bleunycin-induced strand 
break3 at a greatly reduced rate as canpared 
with the prjmaryizumxr. Progressionfran 
pr~~_~tastaticstatealsoslmwe3 
a transiticm into 
predcmiMntly hypertriploid state. Not onlt 
did a majority of SC& ocmr in this 
hypertriploid m&opulation lxlt also they 
were easily induce3 in this s&population by 
mitunycin Candethylmsthane sulplmnate. It 
is suggested that cells with metastasizing 
ability might arise within this genetically 
unstablerepair+3efective s&populationbya 
process of genetic reanlbination. 

Istitutodi titagemM e Differem- 
CNR, Via Svezia 10, 56100 Piss, Italy 

Fragile sites (FS) on human chmmams 
have received much attention because of 
their association with m rar&m 
&mkxa& aberrations associated with 
tUlUXYZS. Fkent studies ShYwthatFs are 
notlimitedtothehmangenane. wehave 
initiated asturtytoexaminethe~essian 
of folato-sensitive FSusingaChinese 
hamster diploid cell line, an imortalized 
andatransfomzdone. llx?purposewasto 
evaluate amssiblecorA.ationbetweentbs 
pm3enceof-specific FS and theinvitro 
evolution of these different cell lines. 
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Cells physiologically are expcee3 to 
oxidative challengeanlmaintainadelicate 
pmxidant/antioxidsnt balance. oxidative 
&allengeandcarcinqenesisarelinkedina 
ramdw of ways. This refers to the 
generation of reactivemstabolitestoform 
ultjnlate carcincgens as well as to 
oxygen+%rived species that nudulate the 
process. 

Chmically, free-radicalmnpamdsand 
electra&ally excited ampour& (singlet 
oxygen; excited carbmyls) areof interest, 

oilarinatedetbanesarewidelyusedin 
industrial processes, textile processing and 
agriculture. !l%ei.mxWxduseofthese 
&inicals leads to thejJ===irrg 
possibility ofexpcmre tObOthWXkSand 
generdlpopilation. we have studied the 
effects of five chlorinated ethanes m 
chmmums of V79/AP4, aChineaehamster 
cellline. llxemstnotable findingwasa 
ms??ke3excessofcentranericim3aks. 
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